
                                                      Anti Rheumatoid Arthritis  

 

 

Vaishnavi V. Patil1, Akash R. Thombre2, Mayuresh M. Patil3, Shalini A. Shinde4, Nilesh B.Chougle. 

 

 

1Student of Ashokrao Mane Ins�tute of Pharmacy,Ambap, Kolhapur416112, Maharashtra, India                      

2Assistant Professor of Ashokrao Mane Ins�tute of  Pharmacy, Ambap, Kolhapur416112, Maharashtra, India 

3 Student of  Ashokrao Mane Ins�tute of Pharmacy,Ambap,Kolhapur416112,Maharashtra,India 

4Assistant Professor of Womens College Of Pharmacy, Peth Vadgaon,Kolhapur 416112, Mharashtra, India  

5 Principal of Ashokrao Mane Ins�tute of Pharmacy, Ambap, Kolhapur 416112, Maharashtra, India 

 

 

 

 

 

 

Address for Correspondence Author – Vaishnavi Pa�l 

A/P –Kasaba Thane, Tal. -Panhala, Dist.- Kolhapur 416205, Maharashtra, India 

 

 

 

 

 

 

KRONIKA JOURNAL(ISSN NO-0023:4923)  VOLUME 24 ISSUE 12 2024

PAGE NO: 36



 

 

Abstract:  

Rheumatoid arthritis (RA) is a chronic inflammatory disease characterised by joint deterioration, 

synovial inflammation, and systemic effects. While anti-inflammatory cytokines like IL-4, IL-10, 

and IL-13 are said to be insufficient in advanced RA, proinflammatory cytokines like interleukin-

1 and tumour necrosis factoralpha are known to contribute to the disease’s progression. One of the 

key mediators of synovial inflammation is cytokines. The breakdown of bone and cartilage and 

synovial hyperplasia are the results of inflammatory cells infiltrating the aetiology. Epidemiology 

estimates that 1% to 3% of persons have RA, with a notable female predominance. The diagnosis 

is made using clinical characteristics like swollen joints and serological indicators like rheumatoid 

factor (RF) and anti-citrullinated protein antibodies (ACPAs). Early initiation of classic synthetic 

DMARDs, particularly methotrexate, and the addition of biologic medications when required are 

key components of contemporary therapy regimens.Although new therapies that target specific 

cytokines and pathways show promise, further research is needed to ascertain their long-term 

safety and effectiveness. Understanding the complex relationships between cytokines and immune 

responses is still necessary to further RA treatment.  

Introduction :  

Rheumatoid arthriis (RA) is a long-term autoimmune condition marked by joint degeneration and 

an accumulation of inflammatory cells in the synovium. Important modulators of synovial 

inflammation are cytokines. Certain cytokines, such interleukin (IL)-1 and tumour necrosis factor 

(TNF)-z, work via encouraging inflammatory reactions and causing cartilage deterioration. Some 

cytokines, such IL-4, IL- 10, and IL-13, are primarily anti-inflammatory agents. While 

proinflammatory cytokines have detrimental consequences, antiinflammatory cytokines are 

evidently too low in progressive RA, despite their presence in rheumatoid joints. The foundation 

of novel treatments being investigated in RA patients is blocking the function of proinflammatory 

cytokines with particular cytokine inhibitors or anti-inflammatory cytokines .Neutralising anti-

TNF-Z monoclonal antibodies have demonstrated encouraging good results in clinical trials for 

the treatment of rheumatoid arthritis (RA). Tumour necrosis factor (TNF), a pro-inflammatory 

cytokine that is essential to the pathophysiology of RA, is the target of these antibodies, which 

neutralise it. The following are a few benefits of anti-TNF-Z monoclonal antibody treatment:  

1.Less Inflammation and Pain: Anti-TNF-Z monoclonal antibodies help RA patients live better 

lives by reducing systemic and joint inflammation, which in turn lessens pain and swelling.  

2. Improved Joint Function: These treatments can assist patients maintain daily activities and 

enhance their general physical functioning by lowering inflammation and preventing joint 

deterioration.   
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3. Slowed Disease Progression: It has been demonstrated that anti-TNF-Z treatments can 

reduce or even stop the advancement of structural joint deterioration. This is crucial to avoiding 

the long-term impairment linked to RA.  

4. Higher Remission Rates: A considerable decrease in RA disease activity is experienced by 

many patients, and some go on to achieve clinical remission or low disease activity. In the 

treatment of RA, this is a key therapeutic objective.   

5. Combination with Other Therapies: Patients who do not respond to monotherapy may 

benefit from the use of anti-TNF-Z monoclonal antibodies in conjunction with methotrexate or 

other disease-modifying antirheumatic medications (DMARDs), which can increase treatment 

efficacy overall.   

6. Better Quality of Life: Patients frequently report better overall health and quality of life, 

including better sleep, mental health, and physical functioning, as a result of the decrease in 

symptoms and disease activity.  

7. Long-Term Safety and Efficacy: Research has demonstrated that anti-TNF-Z monoclonal 

antibodies can be useful in preserving disease control over an extended period of time, with 

Customisable safety profiles. Regular monitoring for possible adverse effects is still required, 

though.  

In the near future, the outcomes ofa trial utilizing recombinant IL-10 to treat RA patients will be 

accessible, and they will be crucial in establishing the cytokine’s therapeutic potential.  

The most prevalent systemic inflammatory autoimmune disease, rheumatoid arthritis (RA), is 

characterized by a dysregulated immune system that mostly affects joint synovium. Autoimmune 

illnesses, especially those that affect the joints, such rheumatoid arthritis (RA), systemic lupus 

erythematosus (SLE), and other inflammatory arthropathies, are frequently linked to 

autoantibodies in serum and synovial fluid. The existence and kinds of these autoantibodies can 

offer important diagnostic and prognostic information, and they can be found utilising a variety of 

immunological tests. Serum and synovial fluid frequently contain the following autoantibodies:  

1.Rheumatoid Factor (RF) Serum: RF is an autoantibody that targets immunoglobulin G’s (IgG) 

Fc region. In addition to being raised in other autoimmune illnesses, it is frequently observed in 

rheumatoid arthritis (RA). Synovial Fluid: In individuals with a high level of clinical suspicion, 

elevated RF in the synovial fluid may aid in confirming the diagnosis of active RA.  

2. Anti-Citrullinated Protein Antibodies (ACPA or Anti-CCP) Serum: Anti-cyclic 

citrullinated peptide (CCP) antibodies are very specific for RA and frequently exist prior to the 

start of symptoms. They go for changed proteins called citrullinated proteins, which are seen in 

inflammatory joints. Anti-CCP antibodies may also be detected in RA patients’ synovial fluid, 

which indicates a localised autoimmune process at the joint.  
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3. Antinuclear Antibodies (ANA) Serum: ANA are antibodies that target nuclear antigens and 

are frequently found in autoimmune illnesses such as systemic lupus erythematosus (SLE). 

Although ANA is not exclusive to joint illness, it is linked to polyarthritis in diseases such as lupus.  

4. Anti-DNA Antibodies Serum: Systemic lupus erythematosus (SLE) is highly specific for 

anti-doublestranded DNA (dsDNA) antibodies. They may be a sign of disease activity, particularly 

when it comes to joint and kidney involvement.   

5. Anti-Smith (Anti-Sm) Antibodies Serum: While not all lupus patients have anti-Sm 

antibodies, they are quite specific for SLE. They are mostly linked to systemic symptoms, such as 

involvement of the central nervous system or kidneys.  

6. Autoantibodies known as anti-Ro/SSA and anti-La/SSB serum are linked to Sjogren’s 

syndrome, however they can also be found in SLE and other systemic illnesses. Anti-Ro/SSA can 

increase the likelihood of developing arthritis and is linked to sicca symptoms, such as dry mouth 

and eyes.  

Autoimmunity, which is commonly linked to RA. F luid. Waaler originally reported rheumatoid 

factor (RF) in  

1940. Subsequent research revealed that RF was directed towards the Fc region of IgG. Targeted 

autoantigens by several autoantibodies later discovered in RA exhibit a broad range of stress 

proteins, enzymes, citrullinated proteins, cartilage components, and nuclear  

 Proteins, demonstrating that RA is not defined by a single autoreactivity to a single autoantigen 

but rather by accumulated autoreactivities in both B and T cells. Throughout the course of the 

illness, the spectrum of these self-antigens and immunologically significant epitopes most likely 

changes, and the collection of autoantigens in one person may not be the same in another. Serre et 

al. Identified filaggrin in 1993. Serving as the target antigen for anti-keratin antibodies (AKAS) 

specific to RA. Afterwards, it has been shown that citrulline-taining peptides/proteins are 

recognized by AKAs and other RA-specific auto antibodies called antiperinuclear factors (APFs) 

and anti-Sa antibodies as a common antigenic entity. These antibodies are collectively referred to 

as anti citrullinated protein antibodies (ACPAs). Because of their diagnostic and prognostic 

qualities, only RF and ACPA are now used in clinical practice; the latter is especially useful for 

RA because to its high specificity1-7.  

Pathogenesis :  

Rheumatoid arthritis (RA) is a chronic symmetric polyarticular joint disease that primarily affects 

the small joints of the hands and feet. The influx of inflammatory cells into the joints, which results 

in the proliferation of synoviocytes and the destruction of bone and cartilage, is a characteristic of 

the inflammatory process. This is a chronic, autoimmune disease that affects diarthrodial joints 

and has no recognised cause9..Although the condition is characterised by synovitis of the joints, 

tendon sheaths, and bursae, non-synovium symptoms are also frequently seen.The process of 

inflammation in joints is caused by a variety of cytokines, prostaglandins, and proteolytic enzymes. 
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The articular and systemic manifestations of inflammation are mediated by the hyperplasia of 

synovial lining cells and the widespread infiltration of macrophages, lymphocytes, fibroblasts, and 

leukocytes.The hallmarks of RA’s synovial abnormalities include neoangiogenesis, development 

of synovial lining cells, and infiltration of inflammatory cells, including myeloid, macrophage, 

and lymphoid lineages. Additionally, the fluid-filled joint cavity contains a significant number of 

neutrophils, particularly during severe flare-ups of RA. The progression of the disease is divided 

into three different phases, despite their connection. The illness initially develops in peripherally 

lymphoid organs. The condition is most likely caused by autoreactive T cells presenting self-

antigens to dendritic cells, which results in the production of autoantibodies and the deposition of 

immune complexes in the joint. These T cells subsequently use co-stimulatory chemicals and 

cytokines to activate autoreactive B cells10 Epidemiology, clinical presentation & diagnosis :  

The study of illness distribution and its causes in human communities is known as 

epidemiology.The two underlying presumptions of this definition are that human disease does not 

arise randomly and that human disease has both causative and preventive elements that can be 

found by methodically examining various populations or individual subgroups within population 

in various locations or at various times. Therefore, basic descriptions of how a disease manifests 

in a population (i.e., disease frequency levels along with incidence and prevalence, mortality, 

trends over time, geographic distributions, and clinical characteristics) and descriptions of the 

potential role of risk factors for disease occurrence are included in epidemiologic studies. 

Prevalence studies include all patients with the illness that are present in a Population at a specific 

momnent, whereas incidence studies include all new cases of a specified ailment that arise in a 

defined population over a specified time period.Prevalence cohorts contain patients who were born 

into various populations and joined the cohort after its incidence date, but they also exclude 

patients who passed away or departed the group soon after. This means that compared to incidence 

cohorts. There is a higher chance of bias introduction in prevalence cohorts. For descriptive 

epidemiologic research, population-based incidence cohorts are therefore preferable to prevalence 

cohorts.11  

Joints and other tissues are impacted by the chronic inflammatory, multifactorial illness known as 

rheumatoid arthritis (RA).Its cause is uncertain. The prognosis of RA is uncertain, its clinical 

course is erratic, and its natural history is poorly understood.RA impacts approximately 1-3 percent 

of the population, with a 3:1 female prevalence that diminishes with age. There is proof that the 

illness has a genetic propensity.RA is distinguished by gradually and irreversibly damaging the 

synovial lining of the joints, which results in deformity and the loss of joint space, bone, and 

function. One of the main characteristics of RA is extracellular matrix degradation, which causes 

the usual degeneration of ligaments, cartilage, and bone, tendons.One of the hallmarks of RA is 

symmetric arthritis. Joint swelling and discomfort to the touch are examples of articular and 

periarticular symptoms. The affected joints may also exhibit significant mobility limitation and 

morning stiffness.The pulmonary, cardiovascular, neurological, and reticuloendothelial systems 

may be affected by extra-articular symptoms, 12,13,14,15  
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 In its early stages, RA may only affect one or a few joints. Tendon irritation, also called tendinitis, 

appears concurrently or even earlier. Imaging can be used to identify subclinical synovial 

inflammation and tenosynovitis, such as at the flexor carpi ulnaris tendon. Color Doppler 

sonography or gadolinium-enhanced magnetic resonance imaging show the synovial membrane to 

be hypervascularized or to have expanded intra-articular soft tissue. RA has no established 

diagnostic standards. The 2010 classification criteria, however, may aid medical professionals in 

diagnosing RA.16 The distinctions between diagnosis and classification have been enumerated in 

a recent report18. The criteria were primarily created to identify homogenous patient populations 

in clinical trials of the disease.  

 At least one clinically swollen joint and at least six out of ten points on a grading system are 

necessary for the diagnosis of RA. Joint involvement determined via a physical assessment or 

imaging magnetic resonance imaging or ultrasonography Contributes up to 5 points16; increased 

acute phase reactant (APR); elevated levels of RF, ACPAs, or both Provides 2 additional points (or 

3 points with levels >3 times the Upper limit of normal). Each response, such as elevated CRP or 

erythrocyte sedimentation rate, and the length of the symptoms (six weeks) earn one extra point. 

The 2010 criteria have a 61% specificity and an 82% sensitivity. When compared to the 1987 

criteria, the new classification criteria’s specificity was 4% lower and its sensitivity was 11% 

higher.  

 Current treatment :  

A csDMARD therapy plan should be initiated as soon as rheumatoid arthritis is diagnosed20, 

Although there isn’t a randomized comparison of csDMARDs for first-line therapy, methotrexate 

ought to be the first medicine selected in this group because it has the most clinical expertise.exists 

as a partner in individual counselling as well as in conjunction with other DMARDs.21 

Methotrexate can be progressively increased to a weekly dose of 25 mg from the usual starting 

dose of 15 mg. Combining it with glucocorticoids is recommended. 19.  

It is advised to administer subcutaneously due to the reduced bioavailability. At this point, 

methotrexate monotherapy is still the most effective way to induce remission; yet, the use of a 

combination of traditional synthetic DMARDs is linked to increased adverse effects anda greater 

percentage of drug stoppage 20,22 Methotrexate (MTX) Failure owing to inefficacy is more likely 

in patients who are RF-positive 22and have a higher baseline disease activity.”Leflunomide (20 

mg/week) or sulfasalazine (2 g/day) are examples of MTX that may not be able to be taken due to 

intolerance or contraindications. In a placebo-controlled randomised controlled trial (RCT)23, both 

medications showed similar effectiveness.3. If no adequate response is seen by week 12 after 

starting MTX therapy, or if no remission is achieved with the recommended dosages after 24 

weeks, the treatment should be modified.21To identify the best course of treatment for each patient, 

prognostic indicators should be used to categorise them.At this stage, a biologic DMARD or a 

targeted synthetic DMARD should be introduced since autoantibodies, early joint injury, and high 

disease activity are poor prognostic signs that are associated with a rapid rate of illness 
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development. 20 A second csDMARD should be given when the disease activity is just mild and 

there are no negative prognostic indications. Included in the course of treatment.21 MTX :  

MTX Conventional synthetic DMARDs, in contrast to targeted DMARDS, entered clinical use 

based on empirical evidence, while the full nature of their mechanisms of action is yet unknown20 

It is commonly recognized that high-dose methotrexate works by depleting inducing cell cycle 

arrest at SI.24 and containing purine and thymidine residues This mechanism does not seem to be 

a major contributor to the clinical effect of low-dose MTX because folate co-therapy does not 

decrease clinical benefit. The pleiotropic therapeutic actions of methotrexate on various immune 

cells and mediators ultimately result in an overall decrease in the inflammatory response. The main 

mechanism of action of low-dose MTX in rheumatoid arthritis is thought to be the potentiation of 

adenosine signalling. Adenosine acts as a paracrine signalling agent through four distinct 

purinergic G-protein coupled receptors, all of which are overexpressed in rheumatoid arthritis. One 

of the main mediators of the downregulation of T-cell activation and proliferation, in addition to 

preventing the manufacture of tumour necrosis factor (TNF), includes creates an environment that 

is immunotolerant; it might be NF-kB or adenosine.24 Methotrexate adverse effects are frequently 

influenced by dosage, mode of administration, and duration of treatment. Unlike high-dose MTX 

adverse effects, which are seldom fatal, low-dose MTX side effects are usually controllable with 

folate substitution. Common side effects of low-dose MTX include haematologic abnormalities 

(thrombocytopenia and leucopenia), stomatitis, gastrointestinal problems (such as anorexia, loose 

stools, nausea, or upset stomach), increase of liver enzymes, and symptoms related to the central 

nervous system (such as headache or fatigue).25  

Folate replacement significantly lowers the risk of side effects such hepatotoxicity (relative risk 

reduction of 77%)20 and the incidence of serious adverse events (by 61%)21,26. Increase the dosage 

gradually to 5 mg if side effects occur.substituting folate acid on a daily basis can aid with symptom 

management on a daily basis. In general, adverse effects force fewer than 5% of patients to 

discontinue their treatment of methotrexate. Many times, MTX therapy can be continued safely 

during the perioperative period; however, one should be aware that this may result in impaired 

kidney function. In addition, if pulmonary comorbidities are present, medication should be stopped 

to reduce the risk of pneumonia. A brief dose reduction should be taken into consideration at high 

levels (25 mg/week).27 Pregnancy related MTX exposure can result in a variety of congenital 

abnormalities. Therefore, it is not advised to use MTX therapy while pregnant. Prophylactically, 

MTX should be stopped three months before to conception. It is recommended to continue taking 

a daily dosage of folate both before and during pregnancy. As of right now, To date, there is 

uncertainty regarding the potential transitory effects of MTX on male fertility and sperm DNA 

integrity. 28 Leflunomide :  

 Leflunomide (LEF) primarily acts by reversibly inhibiting the rate-limiting step in the de novo 

production of pyrimidines, the mitochondrial enzyme dibydroorotate dehydrogenase (DHODH). 

During proliferation,  
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The pyrimidine pool of activated lymphocytes is increased by about eight times. As a result, 

DHODH inhibition stops activated cells from progressing from the GI to the S phase, which in 

turn causes apoptosis.29 On other cells, leflunomide appears to have a lymphocyte-specific impact. 

It has the ability to absorb pyrimidines and hence bypass the DHODH blockage.   

Methotrexate has a comparable rate of adverse effect-related discontinuation.30 Possible adverse 

consequences consist of nausea, diarrhea, and an increase in liver enzymes. When a medicine is 

stopped or its dosage is reduced, the alterations in liver function are usually reversible: 

nevertheless, severe hepatotoxicity can occasionally occur. Transaminase increase, however, is 

primarily brought on by other comorbidities that also contribute to hepatotoxicity, such as 

concurrent use of MTX treatment with nonsteroidal anti-inflammatory drugs (NSAIDs),alcohol 

misuse in the past or present, or viral or autoimmune hepatitis31 Since using LEF can cause 

hypertension in a small percentage of RA patients, it is advised to monitor blood pressure while 

on therapy. It is generally not advised to stop taking leflunomide during surgery because the drug’s 

active metabolite is not detected in 30 plasma for two years after stopping it.  

 Chlorestyramine washouts should only be started when there is a significant danger of infection 

or when a more extensive intervention is intended. Suggested. It is not recommended to use 

leflunomide when pregnant.27 It’s advised that both men and women use safe contraception 

while undergoing treatment. Leflunomide needs to be stopped before to conception, and a 

washout needs to be done until the medication is no longer visible Within the blood. 28 

Sulfasalazine:  

In 1938, sulfasalazine SSZ was created especially to treat rheumatoid arthritis. Combining an 

antibiotic with an anti-inflammatory substance was the drug’s concept.32 Rheumatoid arthritis can 

be effectively treated with sulfasalazine, while its exact mechanism of action is unknown. The gut 

bacterial flora, inflammatory cell activities, and immunological processes are among the primary 

pharmacological actions of SSZ.32 Numerous conceivable modes of action have been noted in 

vitro, including the modulatory effects on the receptor activators of NF-KB (RANK), 

osteoprotegerin 33, and NE-KB that limit osteoclast development.SASP can also inhibit the 

synthesis of tumour necrosis factor (TNF) alpha, reduce the release of inflammatory cytokines 

such as interleukin (IL)-8, and limit B-cell activity.33 An other mechanism that has been suggested 

is the increased production of adenosine in inflammatory areas, which works similarly to how 

methotrexate works.Adverse events, both idiosyncratic (such hypersensitivity/immune related) 

and dose-related effects, are common with sulfasalazine. Adverse effects are especially prevalent 

in the gastrointestinal tract, central nervous system, skin, and haematologic system. Adverse 

effects account for about 25% of withdrawals, with toxicity to the central nervous system and 

gastrointestinal tract making up two-thirds of these cases.  

Therapy may be discontinued for a week if dosage-related side effects occur.34 Treatment may 

resume at a lower dosage after the symptoms have gone away.However, if unusual adverse 

symptoms like skin rashes, hepatitis, pneumonitis, or haematologic side effects like 
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agranulocytosis and haemolytic anaemia occur, the medication must be stopped immediately. 

People who experience these side effects should not be given the medication again.. 27  

 Sulfasalazine can normally be continued perioperatively because it has a brief half-life of roughly 

4-5 hours and a negligible immunosuppressive effect. If there is a possibility of an interaction or a 

potential additive hepatotoxic effect with preoperative medication, sulfasalazine might be stopped 

on the day of surgery. If treating rheumatoid arthritis during pregnancy is required, SSZ is a good 

therapeutic solution because there is minimal risk that taking it during pregnancy may harm the 

unborn child.2835 To increase safety, concurrent folate supplementation is advised before and 

during pregnancy. To protect the unborn child against neutropenia, the daily dosage of SSZ should 

not exceed 2g. SSZ may reduce male fertility, although two to three months after stopping the 

medication, spermatogenesis resumes.28 Investigational treatment :  

The pleiotropic cytokine IL-6 plays functions in both hematopoiesis and inflammation. Two open-

label Phase II studies 36,37 have investigated anti-IL-6 receptor monoclonal antibodies. And one 

potential RCT that was conducted under controlled conditions 38, anomalies in liver function and 

Up to 449% of patients 38 had elevated amounts of total cholesterol, high-density lipoprotein 

cholesterol, and triglycerides. In the US, Europe, and Japan,39 novel RA treatments are at varying 

levels of development. These include novel TNF-a inhibitors (one for oral administration), 

inhibitors of other interleukins (such IL-12 and IL-15) implicated in the inflammatory cascade, 

and antibodies targeting proteins essential for B-cell both survival and function. To ascertain the 

safety and function of these novel medications in the long-term treatment of RA, more research is 

required.  

Biological agents :  

Comorbidities of the patient and the existence of treatment contraindications. Concerns over the 

use of TNFi in heart failure patients were raised by reports of the development or worsening of 

heart failure in response to infliximab dosed at 10 mgkg. Nevertheless, further research revealed 

that the Patients using TNFi do not havea higher rate of heart failure, and in the high-risk group of 

patients with established heart failure during TNFi medication, there is no increased risk of 

symptomatic congestive heart failure. When compared to conventional synthetic DMARDs 

(csDMARDs), biologic DMARDs are linked to an increase in severe infections of the order of six 

per 1000 patients treated annually 40 TNF suppression is linked to a higher risk of developing 

tuberculosis and Consequently, before starting TNFi, latent tuberculosis must be screened for and 

treated.  

Since it activates the innate and adaptive immune systems, the acute phase response and both, IL-

6 is a key cytokine in the pathophysiology of RA. Approved for the treatment of RA, tocilizumab 

is a humanized anti-IL-6 receptor monoclonal antibody. During phase II In patients with 

insufficient response to TNi, tocilizumab with methotrexate has been shown in the RADIATE 

research to be successful in producing quick and long-lasting improvements in RA signs and 

symptoms. It is possible to give tocilizumab intravenously or subcutaneously. 41 With the exception 
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of the subcutaneous route’s higher frequency of injection site responses, their effectiveness and 

safety profiles are comparable. Tocilizumab is associated with a higher incidence of lower   

 
                                                  Figure: biological agents for anti rheumatoid arthritis   

intenstine perforation when compared to other bDMARDs and CsDMARDS. Hence, tocilizumab 

should not be used if diverticulitis has already occurred. Clinical professionals must to be informed 

about the unfavorable indicators of inflammation. Cannot be understood when receiving 

tocilizumab therapy.42  

 IL-6 inhibitors have shown special benefits as a single treatment for RA in circumstances when 

methotrexate is either not tolerated or contraindicated. In the AMBITION study, a 24-week, 

parallel-group, randomised, double-blind, double-dummy investigation, tocilizumab monotherapy 

was found to be more effective than methotrexate alone in patients with moderate to severe RA. 

The phase 4 superiority trial ADACTA was a multicenter, randomised, double-blind investigation 

of patients with severe RA who were either intolerant of or unsuitable for further methotrexate 

treatment. 43  

DAS28 changed significantly from baseline in patients randomly assigned to receive tocilizumab 

monotherapy at week 24 as opposed to adalimumab monotherapy (-3.3 versus -1.8, 95% CI -1.8 

to -1.1; p<0.0001). 16 of 162 (10%) patients in the adalimumab group had serious adverse events, 

compared to 19 of 162 (129%) patients in the tocilizumab group. In methotrex, sarilumab 

monotherapy also shown a definite head-to-head advantage over adalimumab 

monotherapy.intolerant subjects in a parallel-group, randomised, double-blind phase III study.44  

In the major end point of change from baseline in DAS28-ESR, sarilumab outperformed 

adalimumab (-3.28 vs  

-2.20: p< 0.0001). Patients treated with sarilumab demonstrated noticeably increased American 

College of  

Sarilumab response rates were 7.7%/45.7%/23.4% and adalimumab response rates were 

58.4%/29.7%/1  
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1.9% in rheumatology, with all p-values < 0.0074. Additionally, there was a notable improvement 

in the Health  

Assessment Questionnaire Disability Index (p = 0.0037). Due to this findings, the European 

League Against Rheumatism (EULAR) developed guidelines for treating RA, which propose that 

IL-6 pathway inhibitors be used instead of other bDMARDs in patients who are not able to use 

csDMARD as a therapy.45  

Management :  

For rheumatoid arthritis (RA), a chronic inflammatory illness, a comprehensive approach to care 

is required to minimise symptoms, prevent joint degradation, and improve quality of life. This is 

a comprehensive overview of the management strategies:  

1. Administration of Medication  

 A. NSAIDs, or nonsteroidal anti-inflammatory drugs Goal :  

 Reduce inflammation and alleviate discomfort.  

 For instance, diclofenac, naproxen, and ibuprofen. Take into account: Keep an eye out for any 

gastrointestinal adverse effects; co-prescribing proton pump inhibitors may be necessary for 

protection.  B. Antirheumatic medications that modify disease (DMARDs) Goal:   

Prevent joint damage and slow the progression of the disease. First-line: The most widely 

prescribed DMARD is methotrexate. Sulfasalazine, leflunomide, and hydroxychloroquine are 

other DMARDs. Monitoring:  

Frequent blood tests to track blood cell counts and liver 

function.  C. Agents of Biology :  

The objective is to target particular immune system components.Categories: Adalimumab, 

etanercept, and infliximab are TNF Inhibitors. Non-TNF Biologics: tocilizumab, rituximab, and 

abatacept.  

 A higher risk of infection and frequent testing for infections other than tuberculosis should be 

taken into account.  

 D. Steroids :  

 Goal: Control flare-ups and provide quick inflammatory relief. Methylprednisolone and 

prednisone are two examples.  

 Use: Frequently taken at modest doses for either acute flare-ups or short-term 

treatment.  
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 E. Inhibitors of Janus Kinase (JAK) :  

 The aim of oral drugs is to target particular immune response pathways. Examples are baricitinib 

and tofacitinib.  

 Take into account: Keep an eye out for raised liver enzymes and infection risk.  

2. Modifications to Lifestyle : A. Exercise:  

 It’s important to engage in regular physical activity to preserve joint function and lower rigidity. 

Types:  

Strength training and low-impact activities like swimming, cycling, and 

walking.  B. Anti-inflammatory foods in the diet:  

 Include fruits, vegetables, whole grains, and omega-3 fatty acids (found in fish and flaxseeds). 

Steer clear of processed meals, sweets, and trans fats as they might worsen inflammation.  C. 

Weight Management Objective:  

 To lessen joint tension, reach and maintain a healthy weight.   

3. Manual therapy :  

 Goal: Tailored workout regimens to increase strength and mobility.  

 There are three possible modalities: electrical stimulation, ultrasonography, and manual therapy.  

4. Frequent Monitoring and Follow-Up:  

To assess the condition of the disease, see a rheumatologist frequently. effectiveness of therapy, 

and any side effects.  

 Disease Activity Scores: Instruments for assessing disease status, such as the CDAI or DAS28.   

5. Patient Education and Support Education:  

 Learning about RA, available treatments, and techniques for self-care.   

 Support Teams: Emotional support can be obtained through encouragement and experiences 

shared.  

6. Alternatives for Complementary Therapies:  

While they can be helpful in managing symptoms, acupuncture, massage therapy, yoga, and 

mindfulness exercises shouldn’t take the place of conventional medical care.  

Consultation: Before beginning any alternative therapy, make sure to speak with your healthcare 

professional.  
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 Consultation:   

Rheumatoid arthritis (RA) is a complex autoimmune condition that degrades joints and causes 

chronic inflammation, which lowers a patient’s quality of life. Proinflammatory cytokines play a 

major role in its pathophysiology, and both traditional and innovative therapeutic approaches aim 

to effectively control these immune responses. Depending on the patient’s needs and the 

progression of their illness as shown by serological markers, contemporary treatment approaches 

strongly emphasise the use of biologic DMARDs sparingly and the prompt initiation of 

methotrexate.Despite advancements, the diversity of disease manifestation and therapeutic 

response highlights the necessity of continued investigation into the processes underlying RA. 

Targeting particular cytokines, like IL-6, using investigational medicines has the potential to 

improve therapy safety and efficacy. Developing more tailored and efficient treatment choices will 

require a better knowledge of the complex immunological interactions associated with RA, which 

will eventually improve patients’ long-term prognosis.  
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